Three new benzene derivatives, named daldins A-C (1-3), together with a known analogue, 2-hydroxymethyl-3-(1-hydroxypropyl) phenol (4) have been isolated from cultures of ascomycete Daldinia concentrica. The structures of 1-4 with absolute configuration were established by means of spectroscopic methods and X-ray diffraction. All compounds showed no significant inhibition on five human cancer cell lines with IC 50 values > 40 μmol.
New benzene derivatives from cultures of ascomycete

Introduction
Ascomycete fungus Daldinia concentrica can be considered as a talent strain, 1 while a large number of natural products with diverse structures have been reported from both the fruiting bodies and fermentation broth. The initial chemical investigation of the fruiting bodies of D. concentrica reported two new 4:5:4′:5′-tetrahydroxy-1:1′-binaphthyl and dihydroxyperylene quinone in 1958, 2 more than 40 natural products have been so far isolated, including benzene derivatives, 3 azaphilone derivatives, 4 sesquiterpenoids, 5 squalene-type triterpenoids, 6 steroids, 7 cytochalasins, 3d,3e etc. Of these, a substantial number possess significant bioactivities. For instance, concentricolide, a benzofuran lactone isolated from fruiting bodies of D. concentrica, exhibited the blockage (EC 50 0.83 mg/mL) of syncytium formation between HIV-1 infected cells and normal cells.
3c Additionally, the structure of concentricolide has been fully synthesized in 2011. 8 As our continuous search for novel secondary metabolites from higher fungi continued, we investigated the cultures of D. concentrica, which produced three new benzene derivatives, namely daldins A-C (1-3), together with a known analogue 2-hydroxymethyl-3-(1-hydroxypropyl)phenol (4). 9 In this paper we report the structure, elucidation and cytotoxicity of these isolates.
Results and Discussion
Compound 1 was isolated as colorless crystals (MeOH). (10) ). Moreover, one oxygenated proton at 4.72 (1H, t, J = 7.0 Hz, H-8) showed key HMBC correlations to C-9, C-10, and one olefinic carbon (δ C 142.8, s), indicating a hydroxypropyl connected to the benzene ring. These data provided information that compound 1 was closely related to the known compound 2-hydroxymethyl-3-(1-hydroxypropyl)phenol (4), 9 except for a methyl substituted to the hydroxymethyl in 4, as supported by the HMBC correlation from δ H 3.47 (3H, s, OMe) to δ C 69.1 (t, C-7). Detailed analysis of other HMBC correlations ( Figure 1 ) suggested that the stereochemistry of C-8 in 4 should be the same to that of 1. Therefore, compound 4 can be identified as (S)-2-hydroxymethyl-3-(1-hydroxypropyl)phenol. 5 . This important information suggested that compound 2 might be a dimer of 4, possessing two completely symmetrical units. Further evidence was detected from 13 C NMR spectrum, in which the signal of the oxymethylene was presented as a downfield shift at δ C 63.6 (t, C-7) (δ C 58.3 in 4 9 ), suggesting that the two units were connected according to the ether bond at C-7. Detailed analysis of NMR and MS data confirmed that the structure of 2 was a dimer derivative of 4. Compound 3 was also isolated as a colorless oil. The HRESIMS identified the molecular formula C 20 H 26 O 5 (measured: m/z 369.1673; calcd for C 20 H 26 O 5 Na, 369.1677), the same to that of 2. The patterns of 1D NMR spectrum suggested that compound 3 was also a dimer of 4. In the 13 C NMR spectrum, two significant downfield shifts at δ C 64.4 (t, C-7) and 82.0 (d, C-8′) suggested that two units were attached with bond of C-7-O-C-8′, which was further supported by the HMBC correlations from δ H 4.52 (2H, br. s, H-7) to C-8′ and from δ H 4.50 (1H, t, J = 7.2 Hz, H-8′) to C-7. Further analysis of 2D NMR data suggested that the other parts of two units in 3 were the same to those of 4. Therefore, compound 3 was established as daldin C.
Compounds 1-4 were evaluated for their inhibitory activities on five human cancer cell lines using the MTT method as reported. 11 Unfortunately no compound exhibited significant cytotoxicity with IC 50 values > 40 μmol.
Experimental Section
General Experimental Procedures. Optical Rotations (OR) were measured with a Horiba SEPA-300 polarimeter. Ultraviolet (UV) spectra were obtained using a Shimadzu UV-2401A spectrophotometer. Infrared (IR) spectra were obtained on a Bruker FT-IR Tensor 27 spectrometer using KBr pellets. 1D and 2D NMR spectra were run on a Bruker AV-400 MHz ). An APEX DUO (Bruker) instrument was used for the single crystal X-ray diffraction. An Agilent 1100 series instrument equipped with Agilent ZORBAX SB-C18 column (5 μm, 4.6 mm × 150 mm) was used for high-performance liquid chromatography (HPLC) analysis, and a semipreparative Agilent ZORBAX SB-C18 column (5 μm, 9.4 mm × 150 mm) was used for the sample preparation. Fractions were monitored by thin layer chromatography (TLC) (GF 254, Qingdao Marine Chemical Co., Ltd., Qingdao, China), and spots were visualized by 10% H 2 SO 4 in ethanol. 
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